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and Welfare
Food and Drug Administration
Negotiated Contracts Branch, HFA-510

5600 Fishers Lana Laborxatory No., 2123 (8)
Rockville, Maryland 20852 Contract No.FDA 223-74-2176
Sample: Fine white powdered material
Marking: . PDA 73-1 {Tetrasodium pyrophosphate, anhyd;éus]

Examination Requested: Teratologic evaluation of FDA73-1 in mice.

Procedure: See Appendix I

gesults: See Tables 1 through 5, Figure 1, and Appendix IX

conclusions on the basis of the data presented herein, the following
conclusion appears to be warranted:

*The adminigtration of up to 130 mg/kg (body weight) of the tast
material to pregnant mice for 10 consecutive days had no clearly
discernible effect on nidation or on maternal or fatal survival. The
number of abnormalities seen in either soft or skeletal tissues of the
test groupe &id not differ from the number occurring spontaneously in
the sham-treated controls.” :

Dav D
Director, Waverly Div

Sclentific Director

Thiz repor b sulmiteed for e sacicbe ups al the pevon, parnacship, or Cofparation \x whom b in addrasssd, snd Aalher he repor nor the nems of Hhess
Lubarstorias mor of awy mambare of I visd, mey be ubed in gonnaciian with v Advartising of suie of any prodiot or groness withoin writisn authariaiion.
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FOOD AND

Groups: 2] throyqh 26 _
Material :_ypp 73-1

DRUG RESEAR.d LABORATORIES,

Tablea 1

Fate Summary

IRC.

Date: _October 29, 1974
Laboratory ¥o. : 2123 (8}

{ Miom }
Group Material ogat* Total Surviving at Term
: ) mg/ kg Hatad Pregnant Total _Eragqﬂtl

21 Sham 0.0 0 | 21 30 21

22 Aspirin® 150.0 25 : 20 25 20

23 ¥DR 73-1 1.3 24 . 20 24 20

24 FOA 73-1 6.0 27 | 20 27 20

25 FDA 73-1 28.0 % 18 26 18

26 ¥DA 73-1 130.0 2. 21 29 21

* Yogltive cﬂntrul : 150.0 mgfkg :
** administered as a corn oil suspension {See Appendix I); 10 ml par kg of hudjr weight

1) tncivdes all dams examined at tezm



POOD AN D DROG RESER

1 LABORATORIES, INC.

Group :_2) through 26 Table 2 Date:_Qctohar 29, 1974 .
Material :_Fop 73-1 Reproduction Data Laboratory No. 1 _2123
{ Mice )
Group r. 21 22 23 . 24 25 26
pse {mg/kyg): Sham Aspirin** 1,3 &,0 2B.D 130.0
Pregnancies _
Total Ho. 21 20 20 20 14 21
Oied or Aborted (before Imy 17!} o (4} 0 1] (1] f
To term (on Day 17} 21 20 20 20 1e 21
Corpora Lutea
Tatal Ho. 277 253 239 254 224 26l
Average/dam mated 9.23 10.1 10.4 9.4 B.62 9,32
Live Litters . :
Total Ro.* 21 20 2G - 20 1= 20
Implant Sites
Total He. . 250 220 231 237 209 243
Average/danm 11.9 11.0 1xr.56 11.9 11.6 11.6
Resorptions '
Total Ne.* g 11 11 12 17 18
Dams with ! or more sltes resorbed - g a 7 g 10 g
Dams with all sites resorbed — — _— — _— 1
Per cent partial resorptions 28.5 40.0 35,0 45,0 55,6 42,9
Per cent complete resorptions — _— —— —_— —_— 4.76
Live Fatuses ' .
Total No. 240 EDBI 219 223 191 223
Avorage/dam¥ 11.4 1.5 11.0 11,2 16.6 - 10.6
2ex ratio [(M/F) 0. 86 .99 0.92 1.14 1.01 1.05
Dazd Fetuses
Total Ho.?¥ : 1 - 1 1 1 2
Dams with 1 or more deaAd 1 - 1 1 1 2
Dams with all dead — — -— - - —
Per cent partial dead 4.76 -— 5,00 5,00 ‘5,56 2,52
0.90 .91 0.91 0.90 0.91 0.88

Avarage Fetus Welght, g

* Ipcludes oniy those dams examined at term,

** posltive Contrel: 150,00 ng/kg



FOOD AND DRIG RESERRCH LAECRATORIES,

Groups 21 through 26 -

Laboratory No.

Table 3

Material Fpa 73-1

INC. -

2123 (8)

Date_ potobsr 29, 1974
Summary of Skeletal Findings

{ Mice )

Group Wo.: 21

Findinga
J bose (mg/fkg}: Sham

22 23

Aspirin** 1.3

24 25 26

6.0 28.0 130.0

Live Fetuses Examined 165/21

{atltarm}

Sternebrae
Incomplete os835.
Scrambled
Bipartite
Fused
Extra
Mizszing
Other

28/9

1/1
17/7

Rib= o
Incomplete 0s8.
Fused/aplilt
Wavy

Leas than 12
More than 13
CGther

25/13

vertebrae
Inconplete oas.
Scrambled -
Pusad '
Extra gtrs.
- Seoliosis
Tajil defects
Dther

5kull
Incomplets ¢losure
Missing
Craniostosils
cther

T/6

OBE.

Extremlties
Incomplete 035,
Missing
Extra

4/2

Miascellanheous
Hyold; missing
Hyoid: reduced

32/11
13/8

14&/20 150/20

66/18 12/7

3/3

21/10 9/6

1/L
32/12 31/16

474 /3

5/4 2/2

26/12
Al/8

33/14
23/11

157/20 134/18 157720

61/18 14/10 19/9

178 13/7 10/7

2111 29/13 38713

2/1 5/4 Ek4

2/1

3/2 1/1 5/4

40/15
21/11

37/12
.13/8

31/14
20/13

* yumerator=Kumhar of fetuses affectad;

150.9 mg/kg

** Dogsitive control:

Danominator=Hunber of litters

affected.



FOOD AND DRUG HRESEARCH LAROPATORIES, INC.

Groups_ 2] throuch 26 _ Date gotoher 29, 1974
_ tor -2123

MaterialfFph 73-1 Table 3-a Labora ¥ Ho B)

C sumnary of Soft Tilissue Abnarnglities

{Mice)
Group Material Dose Level Dam Humber of ~ Description
mg/kg’ Fups
21 Sham 0.0 236289 1 Claft palata
24 ¥DA 73-1 6.0 23700 S  Exophthalmos)

sncephalopaningocele




# 00D AND DRUG FRESEARCH LABORATORIEES, INC.

Groups 21 through 26 ' Date_October 23, 1974
Tahle 4
Laboratery Ho. 21213 (B)

Species Rats

Averags Body Weighta®

------------------------- Day-F-!—#---———ll----l———ll---l-——-—l-
Group Material Dose :
Level 0 6. ' - 11 15 17%*
mg/ky | mmm—mam—m——dmmm e s m————— grr——mmmo——mss——dweses———==
21 Sham 0.0 } 34 37 46 52 {21}
22 Aspirinw#® 150.0 ' 3 S T B a8 45 51 {20)
23 FDA 73-1 1.3 30 ¢ a7 45 52 (20}
24 FDA 73-1 . 6.0 _ 30 3 36 45 51 (20}
25 FDA 73-1 28,0 29 .33 Y 45 51 (18)

26 PDA 73-1 130,0 31 - 33 36 45 50 (21}

* 0f pregnant dams :
*+ Number of surviving dams in parentheses {¢.f, Table 1}
“++% positive control: 150.0 mg/kg



Table 5

- €roups 21 through jﬁ Laboratory Mo. 2123(8})
7 Compound FRA 73-1 Specieg: Mice

Daily Temperature and Humidity Record

Relative

Date Time Temp Humidity
1371 a.m. OF %
9/1 10:00 79 75
9/2 8:30 75 73
9/3 8:15 76 ’ 72
9/4 _ B8:30 75 - 70
.9/5 B:3D 75 : 70
9/6 . B:45 75 69
9/7 7:30 78 69
9/8 :2:00 p.m. 80 75
9/9 8:15 75 . 73
9/10 8:20 78 72
3/11 8:45 76 72
9/12 8125 75 . | .73
9/13 8:15 78 ' 15
9/14 7:40 75 : 65
5/15 7:30 - 78 76
9/16 8330 74 _ 68
9/17 8:45 74 64
9/18 8:45 75 . 65
8/19 8:50 _ 74 65
9/20 3:00 p.m. 80 o 75
9/21 ' B:10 80 75
9/22 B:00 76 70
9/23 8:15 . 70 oo 64
8/24 2:00 .72 62
9/25 8:30 72 ' 63
9/26 8:10 72 66
8/27 8:20 72 65
9/28 7:30 76 70
9/29 7:15 74 76
9/30 B:30 72 : 65
10/1 8:30 72 65
1072 : 9:30 70 ' &3
10/3 10:00 68 64
10/4 2:00 70 63

10/5 10:30 74 1 65




Figure 1

Grossly Abnormal Fetuses
{Mice)

{Wone Observed}
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P Appendix I

Teratology Study in Mice

Virgin adult female albino CD-1 outbred mice were gang—
housed in disposable plastic cages in temperature and humidity- -
controlled quarters with free access to food and fresh tap water,
They were mated with young adult males, and observation of the
vaginal sperm plug was considered Day 0 of gesiaticn. {One mﬁle
was not permitted to impregnate more than one female per group.}
Beginning on Day 6 and continuing daily thrnugh Day 15 of gestatlnn,
the females were dosed with the indicated dosages by oral
jintubation. The controls were sham treated with the vehicle at
a level equivalent to the group recaiviné tﬁa highest dose. -

Body weights were reccorded on Days 0, E,'ll, 15, and 17 of -
gestation. All animale were observed daily for appearance and
behavior with particular attention to food consumﬁtidn énﬂ ﬁeight,
in nrdar to rule out any abnormalities which may hava occurred as
a result of anorexic affects in the pregnant famala animal.- naily.
room temperature and humidity were recorded.

On Day 17 all.dams were subjected to Caesarean section under
surgical anesthesia, and the sex, nﬁmbers of corpora lutea, impiﬁnta-
tion sites, resorption sites, and live and dead fetuses were |
recorded. The body weights of the live pups were alsp recorded.
The urogenital tract of each dam was examined in detail for
anatomical normality.

All fetuses were examined grossly for the presence of external
 congenital abnormalities. One-third of the fetuses of each litter
underwent detailed visceral examinations émpluying the Wilson

technique. (Colored pheotographs were taken of all grossly abnormal



P

fatuses.) The remaining two—thirds were cleared in potassium
hydroxide (KOH), stained with alizarin red S dyé and examined

for skeletal defects,
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FOCD AND DROG RESEARCR LABORATORIRS, INC,

Croup 21 Appendix II Date october 29, 1974

Material sham Reproduction Data in Mice {Individual} Laboratory No._ 2123

Doge 0.0 m3/ka ' ’

Corpora  Implant Fetuses Sax Resorption Average Fetus

Dam No. Fatet* Tutea 5ites Alive Dead ] ¥ Bites Weight [g) Remarks
23601 P 12 11 11 & 5 0.96
23602 NP o) 0 ———
23603 we C 0 ' s——
23604 P 12 12 10 6 4 2 _ . 0.B9
23605 NE 4] 0 _ ) i
23606 P 13 12 10 . 4 6 2 ' - D.BB
23607 F 14 13 12 4 ] 1 1.01
23608 P 12 12 12 ] & 1.07
23609 bl 12 1o 10 3 7 0.95
23610 F 16 13 13 ) & 7 0.9%9
23611 P 2. 11 10 1. 2 B 0.%4
23612 P i4 14 14 a & : 0.75
23613 o 3 17 i4 13 6 ¥ 1 0,99
23614 i 0 S ' . - ———
23615 P 12 - 10 10 & 4 .67
236]6 P 12 12 12 3 a 1.07
23517 o] 1z 12 12 4 . 8 g.81
23619 P 12 1D 10 : - q : ) 0.71
23619 NP o e ' C L m—
23620 NE o o ' o _ - _ : —
23621 WP 0 0. ' ' . §——
23622 P 12 11 5 N ' - L 6 0.B6
23623 P 16 I4 12 & a8 2 0.7¢
23624 P 11 - 11 - 10 : . 4 & .1 0.72
23625 Np Lt a S : : ———
23626 P 13 12 o012 7 5. 0.98
23627 P 20 15 15 7 8 .80
23628 P 12 10 - 10 7 3 1.07

- 23629 P 1 11 11 . 7 4 o 1.02
23630 KP 0 o . - L | m——

* P = Pregnant: NP = Mot Pregnant



FOOD AND DRDG RESEARCH IABGR!.TDRIES, INC,

Grcup__ 22 Appoandix II Date October 29, 1974
Material Aspirin Reproduction Data in Mice (*rdividual) Laboratory No._ 2123
Dose 150,00 mg/kg
Corpora Implant Fetuses : Sex Resoxption Average Fatus

Dam No, Fate¥ Lutea Sites Alive Dead M F Sites Weight {g) Ramarks

23631 P 12 12 5 5 £ 3 .91

23632 P 12 12 12 7 5 0.o4

23633 b2 14 12 iz 6 G c.83

23634 P 11 9 8 4 4 1 ¢.94

231635 P 15 11 + 11 7 4 0,98

23636 P 13 0 10 6. i c.79

23637 P 14 12 12 5 7 0.89

21638 o 14 il 11 5 6 - G.89

23615 F 12 : 11 1] 5 & .03

23640 P 13 9 - 3 ] 0,82

23641 B 11 11 11 & © 5 1.o07

23642 P 15 1z 11 5 & 1l 0.85

23643 P 13 11 - 3 & 2 1.05

23644 F 15 11 10 5 - 1l 0.67

23645 P 11 10 10 -4 & D.83

23646 P 0 & —a—

23647 P 13 ' 12 12 & & . 0.67

23648 )4 o Q . : : Rt

23645 P 1z - . 12 11 ' 5 5 S 3 : 1.31

23650 P 9 8 C 7 R 4 3 1 _ 0.84

23651 NE L 0 L : - —

23652 P 11 11 10 5 5 1l . 0,88

23653 P 13 .13 13 : - 7 6 o 0,87

23654 NP 0 4] . o e

23655 NP 0 o0 ' - - m—

* P w Prognanty NP = Hot Pregnant -



FOCOR AND DRUG RESEARCE LABORATORIEE, IKC.

Sroup 23 : Appendix I ' Date October 2%, 1974
Material FDA 73-1_ Reproduction Data in Mice {Individual} Laboratory Ho, 2123
Dosza 1.3 mo/ka '
_ Corpora Implant Fetuses Sax Resorption Average Fetus
Dam No. Fate* Tutea Sites Aliva Daad M F Sites Waight {g) Remarks
23661 P 12 12 11 - 7 4 1 : 0.95
23662 P 15 12 12 8 4 g,92 .
23663 NP 0 0 _ - - ———
23664 P 13 i3 13 5 B _ 0.89
23665 NP o} 0 ——
23666 P 12 12 12 - 5 7 0.92
21667 F ——kh 12 10 3 7 2 0,96
23668 P 12 g 9 - 6 0.93
23669 P 13 13 13 8 5 1.03
23670 P 13 12 9 2 7 3 0.89
23671 P 18 17 186 7 9 1 .0.98
23672 P 9 .8 9 3 5 0.B4
23673 P 14 1D 10 3 7 0.96
23674 E 16 12 12 7 5 0.84
23675 P 9 g 9 5 4 0.84
23676 ' P 14 12 iz 7 5 0.84
. 23677 P 11 . 11 1D 5 5 1 1.00
23678 P 13 12 11 5 - 6 1 ¢.81
23679 P 12 - 12 10 7. 3 2 0.88
23680 NP Q 0 ' -——
23681 NP o 0 ————
23682 P 10 : 10 w 4 6 0,84
23684 b 14 13 - R 6 0.90
23685 P 9 9 9 ' ' 5 4 . 0.B8

* P =P ant; NP = Mot Preqnant
** Not Re :



i ) FOOD ANT: DROG; RESEARPCH LABOPATORIFS  INC,
" Group 24 . Appendix Il  Date October 29, 1974

Material FDA 73-1 Reproduction Data in Mice {(Individual} Laboratory No.__ 2123
trona 6.0 ma/kg
Corpora Implant Fatueey Sex Resorption Avarage Fetus -

Dam Xo, Fate* Lutea Sites Alive Dea? = K F Sites ' Weight (g} Remarks
23681 4 17 17 17 .11 6 0.99
23692 E 13 13 LI B 5 0,97
236593 B 11 11 10 5 5 1l 0.90
232694 F 13 i3 13 7 6 0.94
13655 P a8 5 & 2 2 1 0.71
23696 P 10 10 ic ) 5 1.0L
23697 NP 0 ] ——
23598 P 15 13 13 8 5 .84
23699 NF 0 2 ——
23700 b 15 14 13 7 5 1 0,80
23701 P 14 10 9 4 s i 0.91
23702 P 12 12 11 3 B 1 0.86
23703 P 11 11 11 5 & D.87
23704 3 15 14 14 6 g - 0,82
23705 P 14 - 14 14 9 5 ¢.76
23706 P 12 12 11 3 7 4 0.83
23707 P 15 13 12 7 5 1 0.55
23708 P 12 12 10 4 6 2 0.96
23709 NP 0 0 - ————
23710 NP o & ——
23711 HP O 0 : —
23712 P b 11 11 5 6 0.86
23713 P 14 11 10 3] 4 1 1.01
23714 P 10 ' g 5 -2 3 4 1.07
23715 ¥p 0 o . : —_——
23716 P 12 12 12 : a 4 . 0.88
23717 NP 0 - 0 ' —_——

* P = Preqnant; NP = Hot Pregnant



FOOD AND DRUG FESEARCH LABCRATORIES, INC,

Group 25 Appendiw If Date Qectcher 29, 1974

Material FDA 73-1 Reproduction Data in Mice {Individual} Laboratory No,_ 2123

Doze 28.0 mg/kg '

Corpors Implant Fetuses Sox Ragorpticn Average Fetus

Dam No. Fatat Lutea Sites Alive Dead M F Sites Weight (g} Remarks
23721 NP 0 0 S : ———
23722 P 18 17 16 3 7 1 1.00
23723 P 15 .13 10 5 5 ;| 0.87
23724 P 8 B & 2 4 2 0.75%
23725 P 8 7 7. 3 4 0,80
23726 P 14 13 13 7 & 0.84
23727 P 9 8 7. | 3 1 ¢.99

- 23728 NP 0 0 ' ——
23729 p 15 14 12 9 3 2 0,91
23730 NP 0 0 - ' | mm—
23731 P 16 14 11 1 6 5 2 1.01
23732 NP 0 0 - : ——
23733 P g8 8 a - - 5 3 . : 0.92
23734 P 15 13 . 14 5 9 1 © 0.93
23735 P 11 11 -1 2 9 0.76
23736 P 13 13 13 7T - B 0.95
23737 NP 0 -0 : _ -—
23738 P 13 12 12 : 6 8 ' - D.BO
23739 P 13 12 -12 6 € 0.89
23740 P 13 11 11 5 & : . 1.26
23741 P 11 11 10 : . 6§ . 4 1 - 0.B4
23742 NP o Q- . ) ——
23743 P 13 13 11 . . & %8 2 ' .0.70
23744 NP 0 0 L I _ ) . § mmem
23745 P 11 9 . 7, . 4 2 : 1.12
23746 NP

0 0 ' L . a—

* P = Pregnant; NF = Not Pragnémf



FOODR ANL DRU; FESEARCH LABORATCORIES, INC,

Group 26 : Appendiw II Date Cctober 29, 1974
Material FPDA 73-1 Reproduction Data in Mice {Tndividual) Laboratory No.__ 2123 = =
Dose______130,0 ma/kg : ' : |
_ Corpora  Implant Fetuses Sax Resorption . Average Fetue

Dam Wo, Fate* Lutea Sites Alive Dead M F Sites Weight {g) - ‘Remarke

23751 NP 0 0 ) —_—

23752 P 16 13 13 B - 5 : - 1,07

23753 P 13 12 12 5 7 0.98

23754 P 9 9 ;| 3 6 2 0.97

23755 P e 2 . 2 ——

23756 B 15 13 13 5 8 0.80

23757 P 11 11 11 4 7 0.79

23758 B 13 11 11 7 4 1.03

23759 P 11 C10 10 5 5 0.87

23760 P 12 - 12 11 1 6 g ¢.91

23761 NP 0 0 ————

23762 NP 0 0 ———

23763 NP 0 0 " masae

23764 b 10 ' 7 4 : 0 4 3 0,73

23765 P 15 " 14 . 11 g 6 a 0.76

231766 Ne ¢ 0 ——

23767 P 14 13 . 13 o & 7T o 0.89

23768 F r 11 1 : 4 7 : 0.91

23769 NP 0 0 ' : —

23770 KP -0 ¢! : o . ) —

23771 P 14 13 10 6 4 3 ' 0.86

237712 Wp 0 o - o . R m——

23773 P 14 14 14 ) S 7 7 0.84

23774 P 12 10 9 7 2 1 0.78

23775 P 12 - 11 10 2 8 1 0,90

23777 P 17 16 14 8 6 2 0.87

23778 P 12 12 10 6 .4 2 0.83

23779 P 14 14 13 9 4 i 0,99

23780 P 16 15 15 8 7 0.81

* P = Pregnants NP = Hot Pragnant
¥ Mot Read :
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LABODRATORIES, |N'=. WAVERLY DAVISION

FINAL Eg;;:‘lﬂ"f

REPORT . Wavarly, New York 14092

______ | Warrty, New
'Submitted to: Department of Health, Education  Date: November 27, 1974

. and Welfare
Food and Drug Administration
Negotiated Contracts Branch, HFA-510

5600 Fishere Lane Laboratory No, 2143 (8)
Roekville, Maryland 20852 Contract No.FbA 223-74-217¢
Sample: 'Fine white powdered material
Marking: . FDA 73-1 {Tetrasodium pyrophosphate, anhydrous)

Examination Requested: Teratologic evaluation of FDA 73-1 in rats.
Procedura: See Appendix I

Reﬁults: _' Eea Tables 1 through 5, Figure 1, and Appendix IIX

Conclusion:  oOn the basis of the data presented herein, the follewing
conclusion appears to be warranted:

"rha administration of up to 138 mg/kg (body weight) of the test
material to pregnant rats for 10 consecutive days had no clearly
discernible affect on nidation or on maternal or fetal survival. The
nunber of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occurring spontansdusly in
the sham-treated controls.”

ﬁ%ailay , PE.D

Director, Waverly Division

Kenheth Morgareldg
Scientific Directo

This reapart i subwaltied Rk tha axciusha uss of the person, partmership, or cespermileon to whem it s sddmeasd, and neliher Ihe apod mor b e of thass
Easaratories mor of sy shambery of He atal. may be ussdd in connaclion with the advesthing or sale of any product or procesy wilkoul wiltten suthofizetion.

I



FOOD AND DRUG RESEA._H LREBORATORIES, INC,

Groups: 2] through 26 ' Date: OQctcher 29, 1974
T Table 1
Material :FD& 73~1 Laboratory No. : 21431 (8)

Fate Summary
{ Rats )

Group Material Toxa®? Total ' Surviving at Term
: mg/ kg Mated Pregnant Total _ _;'regmtl
21 Sham - 0.0 ' 25 | 20 25 20
22 Aspirin* 250.0 25 _ 19 | 25 | 19
23 | FDA 731 - 1.38 23 21 D = | 21
24 FDA 73-1 6.41 o | 20 24 20
s PDA 73-1 207 25 20 25 2
26 FDA 73-1 1m0 25 - ' 19 25 . | 19 .

t ppsitive Centrel : 250.0 mg/kg
** Administered as a corn oil suspengion (See Appendix I}

1) Includes 11l dams examined at term



FOOD AND DRUG RESERZ . LABORATORIES, INC.

Group : 21 through 26 | rable 2 Date:__October 29, 1974
Material : oA 73-1 Fpproduction Data Laboratory No. :__2143 {8}
{ Rats }
Group : ' 21 22 23 24 25 26
Tose (mg/kg):  Sham Aspirin** 1,238 6,41 29.7 138.0

Pregnancies

Total Ho. : 20 13 21 - 20 20 19

ied or Aborted (before Dmy 20) 0 0 . 0 o 0 o

To term {on Day 20) _ 20 15 21 20 20 19
Corpora Lutea

Total No. : _ 244 258 T 267 263 24% 248

Average/dam mated ' : " 9.7 16.13 11.6 11.0 5,06 5.92
Live Litters

Total No.* : . 20 19 21 20 20 19
Implant Sites _ - : _

Total ¥o, 228 225 240 249 227 232

Average/dam?* _ “11.4 11.8 11.4 12.5% 11.% 12,2
Resorptiens

Tatal No.* 4 17 1 5 B 1

Dams with 1 or more sites resorbed 2 by 1 4 & 1

bams with all sites resorbed -— R— _— - — —_

Per cent partial resorptions 10.0 42,1 ' 4,7 20.0 10.0 5.26

Fer cent complete resorptions | R - C o _— .
Live Fetuses ' _

Totzl Ho. _ : 224 208 239 244 229 231

Average/dam* 11.2 11.0 _ 11.4 12.2 11.5 12.2

Zex ratis (M/F) : o 0.9  1.04 D.98 D.85 1.14 0.94

ead Fetu=zes
Total Ko.* ) -
ame with 1 or mere dead —
ama with &ll dead . — -

Per cent partial dead - _
Per cent all dead

RS

Average Fetus Weight, g o 3.90 2,97 - 4.01 4,01 - 3,95  4.09

* Includes only those dams examined at term.
** positive Control : 250.0 mg/ky :



FOOD AND DRJG RESEARCH LABORATCRIES, INC.

Groups 2@ through 26

Material FDA 73-1

Table 3

Summary of Skeletal F ind

{ Rats ]

Laboratory No,

2143 (8}

Date Qctober 29, 1574

ings*.

Group Ho. :
Findings
Doge {mg/kg) :

21

Eham

22

23

Aapirin®* - 1.38

24 25
€.41 29.7

25
138,0

Live Fetuses Examined
(at term)

Sternebras
Incomplete oss.
Scranblead
Bipartite
Puszed
Extra
Missing
Other

Ribs
‘Ingcomplete oss5.
FPused/eplit
Wavy
Lesg than 12
More than 13
Other

VYertebrae
Incomplete osk.
Scramblad
Fused
Extra ctras. oE8.
Scolioais
Tail defects
Other

Skull
Incomplete closure
Migsing
Cranicatosais
Other

Extremities
Incomplete oss,
Missing
Extra

Miscellaneous

Hyold: missing
Hyoid; reduced

156/20

20/12

2/2

/2

21rL/9
1/1

6/4

33/12

1/1

16/8
29/14

145/1%9

B6/18

3/2

117/19

L/1
-55/16

110/17

64/17

48/14

4}3.

45/15
3/6

165,21,

36/14

/1

9/7

25/11

5/1

4/2

19/12

lo/8

19/10

169/20  163/20

19/11  46/15

a3 15/9

2/1
/8" 2413

1/1

3/2 /2

271 11/7

17/ 1%/7
19/9  13/7

160/19

7/5.

13/9

1/1

1879

10/5
28/14

* NumeratoreNnmher of fetuses affectad: Denominator=Number aof

T~ Fositive contrel : 250.0 mg/kg affected.

lltters



FOOD AND DRUG FESEARCH LABOPRPATORIES, XINL.

Groups__21 through 26 Date gotobex 29, 1974
Material FDA 73-} Laboratory Na. 2143 {B}

Table 32-a )
Summary of Scft Tissue Abpnormalities
- {Rats)
Group " Matexrial Dose Level Dam Number of Description
mg kg Pups
22 Asplrin* 250.0 43634 1 Encephalomeningocale;’
. ancephalomyalocels

43639 I T Gastroschicis
43645 2 Hydrocephalus
43654 4 Encephalomyalocels
43655 | Fricaphalomyelocels

24 PDA 73-1 6.41 43707 1 Hydrocephalus:

cleft palate

*positive Control: 250.0 my/ky



T 00D AND DRUS RESEARCH LABORATORIES, ING,

Groups 21 through 26 Date oOctober 29, 1974
Tabla 4 :

Species Rats . : . Laboratory No. 2143 (8)

Average Body Weighte"

------------------------- Day=wrrmr—wr e m e
Group Material Dose : :

' Level 0 & . 11 15 2wk
mg/kg 0000 mmmmmm—mm—mm——————e—— - e R it dtdbebii b

21 Sham 0.0 - 218 238 256 278 " 342 {20)
22 Aspiripn%%* = 250,0 221 238 252 274 335 (19)
23 " FDA 73-1 1,38 215 233 252 274 340 (21)
24 FDA 73-1 6.41 . 218 232 252 274 357 (20)
25 FDA 73-1 29.7 - 218 235 255 273 - 344 {20

26 ~ FDA 73-1 1318.0 - 217 234 257 278 . . 345 (19)

* of pregnant dame
** Number of gurviving dams in parentheses {e.f. Table 1}
*** Positive caontrol: 256.0 ma/kg



Table 5

Groups 21 through 26 ' . laboratory No, 2143 (#)
’ // compqund FDA 73-1 . Species: Rats

Daily Temperature and Humidity Record

Relative
Date Time Temnp Humidity
1374 a.m. OF L
9/3 8:15 76 72
9/4 8:30 75 _ 70
9/5 B:30 75 70
9/6 8:45 75 . ‘6B
9/7 . T:30 78 65
9/8 2:00 p.m. a0 . .75
9,/9 B:15 i3 73
9/10 8:20 . 78 : T2
5/11 B:45 76 . . 72
9/12 B:25 76 73
9/13 ' 8:15 74 75
9/14 . 740 75 ' 65
9/1% T30 78 76
9/16. 8:30 14 T
9/17 8:45 74 64
9,/18 8:45 75 . _ . 65
9/19 8:50 74 _ a5
9/20 © 3:00 p.m. 80 75
9/21 . 8:10 a0 : - 75
9/22 8:00 76 70
0/23 . B:15 70 ' 64
9/24 ' g:00 72 _ : 62
9/25 8:30 . 72 63
9/26 : 8:10 T2 66
9/27 8:20 T2 65
. /28 7:30 Th ' . 70
9/29 7:15 74 _ ‘76
9/30D 8:30 72 . &5
16/1 8:30 T2 65

10/2 5:30 70 63




Figure 1

Original Photographs in First Copy of Report 2143 (B)
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Figure 1
Grossly Abnormal Fetuses
Iroup: 22 L ' Date; October 29, 1574
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Appendix I



— Appendix I
Teratology Study in Rats

Virgin adult female albino rats (Wistar derived stock) were
individually housed in mesh bottom cages in temperature and
humidity-controlled quarters with free access to food and fresh
tap water. They ﬁere nated with youhq adult males, ﬁnd'nhserva—
tion of the vaginal sperm plug was considered Day 0 of gestation,
{One male was not permitted to impregnﬁte more than cone female
per group.) Peglnning on Day 6 and continuing daily ﬁhrough
bay 15 of gestation, the females were ﬂased with the indicated
dosages by oral Intubations, The controls were sham treated with
the vehicle at a leval equivalent to the group receiving the
highest test.dnse. The test material was prepared and doses

calculated according to the following table:

Dosage Doge Concentration
(g 7kg] mT/%g) {mg7mY)
£ 250 1 2 250
251-500 2 125-250
5017530 3 - 133-250
751-1000 4 187-250
1001~-1600 5 200-250

Body weights were recorded on Days 0, 6, 11, 15 and 20 of
gestation. &All animals were cbserved daily for appearance and
behavior with particular attention to food consumption and weight,
in order to rule out any abnormalities which may have occorred as
a result of anorexic effects in the pregnant female animal. DPaily

room temperature and humidity were recorded.



P,

On Day 20 all dams were subjected to Caesarean Section under
surgical anesthesia, and the sex, numbers of corpora lutea,
implantation sites, resorption sites, and live and dead fetuses
were recorded. Th; bhody weights of the live pups were also
recorded. The urogenital tract of each dam was examined in detail
for anatomical normality. |

21l fetuses were axamined'grossly for the presence of
external congenital abnormalities. One-third of the fetuses of
each litter underwent detailed visceral examinations employing
the Wilson technique. (Colored photographs were taken of all
grossly abnormal fetuses,) The remaining two-thirds were cleared
in potassium hydroxide (KOH), stained with alizarin red S.dye

and exanined for skeletal defects.
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FOOD AND DRUG RESEARCH LARORATORTES, INC,

Group 21 Apreatrlix II Date October 29, 1974
Material  Sham Reproduction Data in Rats {Individual) Laboratory No. 2143
Dase 2.0 m3/kg : :
Coyrpora  Implant Fatusseg Sax Resgrption Average Fetus
Dam Wo. Fate* Lutea Sites Alive Dead M F Sites Helght (q) . Remarks
43601 P 10 10 10 3 7 4.23
43602 NP o O ——
43603 F 12 12 12 5 7 .73
43604 NP o 4] : ——
43605 F 12 11 - 1% 7 4 4.10
43606 F 14 13 " 13 3 10 4.26
43607 P 13 11 11 5 & 1,4)
43608 4 12 12 12 & 6 3.63
© 43609 P 11 11 11 3 A 4.13
436110 P 16 8 . & 1 5 r 3.70
43611 F 14 14 14 10 4 £.23
43612 WF 4] 0 —_—
436113 P 11 13 13 9 . 4,03
43614 2 15 14 14 10 3.7%
43615 NFP o . 0 ——
43616 P 11 11 11 3 8 3,56
43617 F 1s 15 15 | 8 7 4.40
43618 P 10 . 10 1o 7 3 4£.23
43619 P 9 & . 2 4 . 3.82
43620 P 13 13 13 3 10 3.69
43621 P 1z 12 12 B & - 3.92
43622 P 12 ' 12 - 10 B - 2 2 3.58
43623 P 10 10 10 5 & : 3.59
43624 ® 10 10 10 L3 4 .88
NP 0 0 —_

43625

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LARORATORIES, INC. _
Group 22 ' Appendix II Date Octcber 29, 1974

Material Aspirin Reproduction Date in PRata {Individual) Laboratory No, 2143
Dose 250, 0 ma/kg
Corpora Implant Fetuses Sex Resorption Avarage Fakus
Dam No, Fate® Lutea Sltes Alive Deaad M F Sitesg Welght {g) Remarks
43631 P 15 15 15 8 7 _ 3.z2e
43532 F 1z 12 11 a 3 1 3.76
43633 P 16 15 14 7 7 1 3.32
13634 P 13 13 13 a8 5 2.72
13635 P 15 14 © 14 6 8 2.89
43636 NP o 0 . ———
43637 F 14 7 7 1l & ' ) 3.03
43638 P 13 13 .13 5 a 3,04
435639 P 14 i3 13 7 & : 3.28
43640 NE O o : —_——
43641 F 13 2 o 5 4 2.89
43642 F 13 7 6 2 4 1 2.06
413643 F 14 1l 10 ki 3 1 3.42
43644 P 14 12 11 5 5 1 3.17
43645 ol 13 13 4 2 2 9 2.01
43646 r 14 13 13 8 5 2,57
43647 P i3 12 12 4 B 3.13
43648 P 13 12 10 & 4 2 2.32
43649 P 15 14 4 - 7 7 3.23
43650 NP g 0 ' : g . ———
43651 NFE L] 0 o . mem———
43652 NP ¢ 0 - , _ | mm——
43653 NP 0 0 _ _ _ ———
43654 P 12 ) 10 10 _ 5 5 : 2.46
42855 P

11 1 9 _ 4 5 1 2.79

* P = Pregnant; HP = Not Pregnant



FOOD AND DRUG RESEARCH ILABCRATORIES, INC,

Group 23 EFppendix II : Date Octeber 29, 1974
Haterial FDA 73-1 Reproduction Data in Rats {Individual} Laboratory Mo, 2143
Dose 138 ma/kq :
Corporaz  Implant Fetusesg - Sax Resorption Average Fetug
Dam Mo, Fate* Tutea Sites Alive Dead M ¥ Sites Welght {g) Femarks
43661 NP 0 o) ——
43662 P 11 - 11 11 7 4 3.96
43663 P 12 11 11 10 1 4.02
43664 P 14 12 12 8 4 3.99
43665 P 12 12 12 5 7 3.79
43666 P 13 12 12 4 8 .3.82
43667 P 16 15 15 8 7 4,17
43668 . T 20 15 15 5 10 3.82
43669 B B 2 2 2 0 4.41
43670 P 11 9 a 6 3 4.27
43671 P 11 10 10 5 5 4.34
431672 P 13 13 12 6 3 1 4,15
41673 P 13 12 12 5 7 4.14
431574 P 11 11 11 5 6 4.19
43675 P 14 14 14 6 8 3.99
43676 P 12 12 12 3 9 3.86
43677 NP ¢ 0 ' _ _ —
41678 P 13 12 12 : B F3 3,93
43679 P 15 12 12 5 7 3.46
43680 P 12 12 12 3 9 3,79
43681 P 11 ' 11 11 2 9 4,09
43662 P - N b 9 3 3.1
43683 P 6 4 4.13

13 i0 10

*+ P = Dregnant; NP = Not Pregnant



FOOD AND DROG RESEARCH LABCRATCRIES, IRNC.

Group 24 : Appendiw 1T ' . Data October 2%, 1974
Material ppp 73-1 Raproduction Data in Rats - (Individual} Laboratory No._ o149
Cosge €,41 mg/kg .
- Corporaz  Impiant Fetuses Eax Resorption Average Fetus
Dam No. Pate* Tutea Sites Rlive © Dead M F Siltes wWelght (g} Remarks
43591 P 12 12 12 ] 6 3,91
43892 P 13 13 13 4 9 4.18
43693 b 10 0 1o 2 8 3.74
43694 P 14 13 13 7 6 3.92
43695 - P 13 10 10 6 4 4.186
43696 P 15 .- 14 14 a 3 3,85
43697 P 15 15 15 8 7 4.21
43698 NP G ] —————
43699 P 15 14 14 5 9 5.41
43700 P 14 13 13 7 6 4.23
43701 . 13 12 12 5 7 3.78
43702 P 1z 12 : 11 4 7 1 3.91
43703 P 13 11 9 7 2 2 4.20
43704 P 13 13 12 5 7. 1 4.08
£3705 NP 4] 0 _ —_—
43706 P 15 12 12 7 4.06
43707 P 15 15 15 8 ‘3.70
43708 NP o ) - -
43709 NP 0 D - -
43710 P 131 14 33 6 7 1 ' 4.07
43711 P 13 13 13 8 5 4,03
43712 P 10 10 10 - 5 5 . 3.82
43711 P 13 12 12 6 6 3.60
43714 P 5 5 ©3.45

11 11 11

* P = Pregnant; HP-HotPregmn't.-



FOCD AND DRING RESEARCH IABORATORTES, INC.

Group 25 Appendix II Date Octcber 29, 1974
Material Fpa 73-1 Reproduction Data in Rats {Individual) Laboratory No._ 2143
Dose 22,7 ma/ka
Corpora  Implant Fetuses gex Resorption Average Fetus
Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight {g) Remarks
43721 P 11 9 8 4 4 1 4.03
43722 F 12 11 11 & 5 .01
43723 r 14 - 14 14 7 7 3.85
43724 F 12 11 11 : _ 7 4 3.95
43725 NP 0 0 ' ——
43726 P 14 13 13 A & . 4,00
43727 NE 0 4] ' -——
43728 P 14 14 14 6 -8 3.63
4372% D 13 13 13 7 6 3.86
431730 P T 11 11 3 a 4.11
43731 P 12 9 7 3 4 2 3.24
43732 b 11 11 11 7 4 4,32
43733 P 14 14 13 ' 10 3 1 3,95 .
43734 5 12 11 - 11 B & 1 4,09
43735 P 12 11 11 5 2 _ 3.94
43736 NP 0 o o ' ——
437137 13 11 11 10. ' 5- 5 1 3.86
43738 P 10 10 - 10 s & _ 3,91
43739 NP o 0 _ ———
43740 NP 0 0 : ' e
43741 P 15 13 13 - 6 7 ' 3.82
43742 P 13 ' 11l 11 . s & a7e
43743 . 11 11 11 6 .5 : 4.12
43744 P 15 13 11 3 a .2 : a.e3
43745 P 16 15 15 o 6 ' 3.69

* D om Proghrant; NP = Hot Pregnant
** One Ovary Misging '



FOOT AND DEDSG RESEARCK LABORATORIES, INC,
Group 26 Appendix II Date Detocher 29, 1374

Material FDa 73-1 _ Reproduction Data in Rats {Individual) Laboratory No. 2143

Dosa 138,08 mg/kq

Corpora Implant Fetusas Sax Rasorption Average Fetun
Dam No, Fate® Lutaa Sites Alive - Dead M F Sites " Weight (g} Remarks
43751 RP o o —————
43752 F i 12 12 & -] 5.36
- 43753 F 10 7 7 2 5 4.84
43754 F 14 14 14 a & 3.94
43755 P 13 12 12 5 7 3.69
43756 iy 11 11 11 d 7 4.10
43757 P 15 13 12 9 3 1 4,09
43758 P 16 1s 16 a 8 3.87
43759 F 14 14 14 & 6 3.91
43760 F 1= : 15 15 7 8 3.82
43761 NP 1] o : -
43762 NP n ] —
43763 P 12 12 12 T 5 3.97
43764 P 12 12 : i2 & & 4,22
43765 F 1o 2 5 & 3 3.86
43766 F 12 : 11 11 2 9 3.87
43767 F 15 15 15 4 1 4.03
43768 NP o Q . : e
43769 F 15 12 12 : 10 2 3.95
43770 NP 0 0 ' . . ——
43771 P 11 n 11 5 6 4,38
43772 P 13 ' 13 13 7 6 3.98
43773 B 13 13 13 4 g J.88
43774 P 14 10 10 4 & . 3.91
43775 NP o D : ' ———

" P = Pragnanty NP = Not Pregnant



